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IN THE CLAIMS: 



Please cancel claims 1-81 and insert the following new claims therefor: 



method\of screening a sample of body fluid for at least one 
autoantibody to a\ least one antigen, which method comprises: 
(a) proving a source of said at least one antigen to said 
autoanti): 

providing a Substrate having immobilized thereto at least one 
antibody to said ahtj^jen of 

contacting said antigehksoutee of^tep (a) with said sample of 
•> \as to ohtai* a >mjxture wherein said antigen is 

id autoantibody, when the 



body fluid, so >as to obtai 
allowed to substantially bin, 
latter is present ir^said sa 
(d) allowing said mixture obtai 



(e) 



(f) 



c) to flow relative to said 




substrate of step (b) so as to allow said i^ixture to contact said 
antibody immobilized to said substrate; 
providing labelling means so as to permit moniti 
of said autoantibody Wi^safd antigen present in 
obtained in step (c); and 

monitoring said binding.s<5 as to provide an indication of 
presence of said autoantibody in said sample of body fluid. 



of binding 
mixture 



83. A method according to \ claim 82, wherein said antigen 
comprises a thyroid protein. 

84. A method according to claim\8 3, wherein said thyroid protein 
includes thyroid stimulating hormone receptor 



85. A method according to claim 8 3,\wherein said thyroid protein is 
selected from the group consisting of thyroid peroxidase and thyroglobulin. 
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86. A taethod according to claim 82, which further comprises 
screening for the* presence of at least one of thyroid stimulating hormone, 
thyroxine, tri-iodc thyronine and thyroglobulin in said sample of body fluid. 



method according to claim 82, which comprises contacting in 



step (c) said anti 



substantially non-immobilized 



■e of body fluid with at least one 
antigen. 




A method according to cl 
antibody is provided\in substantially purified form 



said non-immobilized 



89. A method according to claim 87, wherein said non-immobilized 
antibody is selected from the group consisting of a monoclonal antibody and 
an autoantibody to said\antigen. 



90. A method according to claim 82, wherein said monitoring in step 
(f) comprises observing a^ colorimetric change dependent on said binding of 
said autoantibody and said antigen present in said mixture of step (c). 



0- 



-J 91. A method according to claim 90, wherein said labelling means 

include colloidal gold. 



92. A method according jto claim 82, which further comprises 
providing a positive control that ik/present in the presence or absence of the 
autoantibody or autoantibodies being screened. 




93. A method according to^ claim 82, wherein said mixture obtained 
in step (c) is allowed to flow along said substrate and interact with said 
antibody immobilized to said substrate. 



94. A method accorc 



herein at least said sample of 



body fluid is contacted with an application /zon^of said substrate, wFicF 
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applicatioiwOne-4^ upstream /on said substrate relative to said 

immobilized antibody, and whelwTsartd^ allowed to flow from said 

application zone alqng said substrate^so as to interact with saiSTTnrnohilized 
antibody. 

95. A method according to claim 94, wherein said application zone 
includes said source! of said antigen of step (a), and said mixture in step (c) is 
obtained by contacting said sample of body fluid with said antigen of said 
application zone. 



iti^g 



A method^ according to claim 94 , wherein said application zone 
further inclb<Jes at least one substantially non-immobilized antibody to said 
antigen, and said mixture in step (c) is obtained by contacting said sample of 



body fluid and saic 
application zone. 



ntigen with said non-immobilized antibody present in said 



97. A method accorarqg to claim 9^ wherein said antigen source of 
step (a) and said sample of body flbi<Jare cjontacjed substantially remote from 
said substrate so as to provide said mlxrare^Lstep (c), and said mixture is 
subsequently contacted with said applicatipl^zone. 



98. A method accordfng-to ^claim 97 ^wher^H^at least one reagent 
selected from siaid antigen s^urceW step (a), said sample^body fluid and at 
least one substantially non-immobinzera antibody to said antigen>is contacted 
substantially remote from said^uDstrate so as to provide said mixture^ofstep 
(c), and said mixture is subsequently contacted with said application zone. 



99. A method according to claim 82, wherein said substrate is a 
membrane selected from the group consisting of nitrocellulose, cellulose 
acetate and polyamide. \ 



* 





100 

antibody is in substantially purified f< 



antibody is selected 



glaim 82, wherein said immobilized 



101. A method according to cl aim 8 2, wherein said immobilized 



from the group consisting of an autoantibody to said 



antigen and a monoclonal antibody. 




102. A method according to claim 82, wherein said sample of body 
fluid is selected from the group consisting of blood, plasma, serum and urine. 

103. A method laccording to claim 82, which comprises screening 
said sample of body fluidlfor one said autoantibody. 



104. method according to claim 103, wherein said antigen includes 

V \ ^ - — 

a binding site tcrwhich eitlW-said autoantibody or said immobilized antibody 
can bind, whereby rns^pud) binding of said immobilized antibody to said 
binding site is subst^tialW/ precluded where said autoantibody has 
substantially bound to said b<nding site in step (c). 



Q^+J 105 - A method accor<din^\to claim 82, which comprises screening 

said sample of body fluid for at leastsfirst and second autoantibodies to said 
antigen, wherein at least firsthand second antibodies to said antigen are 
immobilized on said substrate in step (b). 



106. 
includes: 



A method according to claim 1/05, wherein said antigen 



a first binding site to which either said first autoantibody or said first 
immobilized antibody can bind, whereby in step (d) binding of said first 
immobilized antibody to said first binding site is substantially prebluded where 
said first autoantibody has substantially bound to said first binding sit-in step 
(c); and 
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* 



second binding site to which either said second autoantibody or said 
second immobili^eckantibody can bind, wHer&by in step (d) binding of said 
second immobilized antipotfy-Jo said ^econp binding site is substantially 
precluded where said sedond autoantii 
second binding site in stepuc); 

wherein said first aipd second 
sites on said antigen. 



Tas^substantially bound to said 
JThg sites are^ctfe^tantially distinct 



107. A method according to claim 82, wherein said antigen is 
provided with said labelling means. 



108. A method according to claim 92, wherein said positive control 
comprises attaching to the substrate at least one control antibody to the 
antigen, which control antibody binds to a site on the antigen distinct to a 
binding site thereof for the autoantibody or autoantibodies being screened. 



1091, A method according to claim 87, wherein said non-immobilized 
antibody is ^JpvkJed with s^o|ab^lling means, which non-immobilized 
antibody is capabfesOf binding to\a site on said antigen substantially distinct 
from a binding site for^ither (\y§a\d autoantibody or autoantibodies being 
screened or (ii) said immobilized antibody, whereby in step (d), antigen is 
allowed to be substantially bountts^oth to ^aidTrrfffr^bilized antibody and to 
said non-immobilized antibody. 



110. A method according to clai 



^h comprises screening 



said sample of body fluid for at least fifrst and second autoantibodies to said 
antigen, wherein said non-immobilized aptitiody iscap^ktfe of binding to a site 
on said antigen to which either said firsfor second autoantibody can bind and 
which is substantially distinct to a binding site on said antigen for said 
immobilized antibody, whereby in step) (d) antigen is allowed, to be 
substantially bound both to said immobilized antibody and to saidN^on- 
immobilized antibody. 




A method according to claim 110, wherein said antigen 




11 

includes: 

a first bindin 
immobilized antibody can 
antibody to said first binding 
autoantibody has substantiallylbound 



said first autoantibody or said 
p (d) binding of immobilized 
ly precluded where said first 
inding site in step (c); and 



autoantibody or said 

non-immobilized antibody can ^ind; 

wherein said first and second binding sites are substaf 



a second binding site to which 



sites on said antigen. 



distinct 



112. A method according to claim 110, wherein said non-immobilized 
antibody is provided with said lc belling means. 

113. A method according to claim 1 10, wherein said immobilized 
antibody comprises a first autoantibody to said antigen and said non- 
immobilized antibody comprises! ^segond autoantibody to said antigen. 





11^. A method according to claim 87 which further comprises a 
positive contfsd that is present in the presence or absence of the autoantibody 
or autoantibodie^N^eing screenejd, wherein the positive control comprises 
attaching to the subsb^te at least one control agent that can bind to the at 
least one substantially norvimmobilized antibody. 



115. A kit for use in screerVihg a sample 
autoantibody to at least one antigen, whli 



body fluid for at least one 
irises: 



(a) a source of said at leapt one antftj^n tc^said autoantibody; 

(b) a substrate having im^nobilizfSdTherete^t least one antibody to 
said antigen; 

(c) means for contacting feaid antigen source with ^gkJ sample of 
body fluid, so as to obtain a mixture wherein said aqtigen is 



(d) 

(e) 
(f) 
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attewed to substantially bind with said autoantibody, when the 
latter i^resent in/said sample; 

means for allowing said mixture to flow relative to said substrate 



so as to allow s 
to said substrate 
labelling means 



mixture to contact said antibody immobilized 



to permitNj lopitoring of binding of said 



autoantibody and said antigen oresei 



means for monitoring said bindi 
of the presence of said autoantibody in said sarrT 



fluid. 

116. A kit according 
thyroid protein. 

117. A kit accordin 
includes thyroid stimulating h 



said mixture; and 
so as to provide an indication 

of body 



to claim 115, wherein said antigen comprises a 



kk claim 116, wherein said thyroid protein 
rmone receptor. 





118. A kit according) to claim 116, wherein said thyroid protein is 

v_ ■ 

selected from the group cons isting of thyroid peroxidase and thyroglobulin. 

119. A kit according to claim 115, which further comprises means for 

^ . 

screening for the presence of at least one of thyroid stimulating hormone, 
thyroxine, tri-iodothyronine and thyroglobulin in said sample of body fluid. 

to claim 115, which further comprises a source 



1 20. "A>^it according 
of at least one substantially 
means whereby said non-im 



non-immobilized antibody to said antigen and 
ilized antibody can be contacted with said 
antigen source and said sample of b69y4lui| 




121. A kit according 
antibody is provided in 



id non-immobilized 



I 



122. A kit according to claim 120, wherein said non-immobilized 
antibody is selected from the group consisting of a monoclonal antibody and 



an autoantibody to said 



antigen. 



123. A kit according to claim 115, wherein said monitoring means 
comprise means for observing a colorimetric change dependent on said 
binding of said autoantibody and said antigen present in said mixture. 



124. A kit according to claim 123, wherein said labelling means 
include colloidal gold. 



125. A kit accordii 




kit accord i 
an application zone for 



g to claim 115, which further comprises a positive 



control that is present in tlpe presence or absence of the autoantibody being 
screened. 



to claim 115, wherein said substrate comprises 




>t said sample of body fluid, which application 
zone is provided upstreanrj on said ^bbaiate relative to said immobilized 
antibody, whereby said mixture is allowed to flow frdm-s^id application zone 
along said substrate so as to interact with said immobilized antibo? 

127. A kit according to claim 126, wherein said application zone 
includes said source of said antigen, and said mixture is obtained by 
contacting said sample of b\>6y fluid with said antigen of said application 
zone. 



TZS~. A~~kit-^coi^ing |to claim 126, 
further includes at least one 



antigen, and means whereby I said mixtui 
sample of body fluid and said antigen witl 
present in said application zone! 



v erein said application zone 
on-jmmobilized antibody to said 
ned by contacting said 
fd non-imrn&bilized antibody 
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129. \& kit according to claim 126, wherein means are provided 
whereby said antigen sou ce and said sample of body fluid are contacted 

/said substrate^so^as to provide said mixture and 



substantially remote 




means whereby said mixtjflrsjs subsequently Contacted with said application 
zone. 

130. A kit according to cl airfln f2^ vyfterein means are provided 
whereby at least one reagent selected! froppr^ai&^ntigen source, said sample 
of body fluid and at least one substantially non-immbl^Nized antibody to said 
antigen, is contacted substantially remote from said substrate so as to provide 
said mixture, and means whereby said mixture is subsequently contacted with 
said application zone 



131. 



A kit acco 

/ 




to claim 115, wherein said substrate is a 



membrane selected from \the) group consisting of nitrocellulose, cellulose 
acetate and polyamide. 




is provided in substantially purified form. 




cording to clai 



wherein said immobilized antibody 



133. A kit according to claim 115, wherein said immobilized antibody 
is selected from the group consisting of an autoantibody to said antigen and a 
monoclonal antibody. 




134. A kit according to claim 115, w herein said sample of body fluid 
is selected from the group consisting of blood, plasma, serum and urine. 
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Utaccording to claim 



fluid for one said autoantibo 
which either said autoantibody oj 
whereby binding of said immobi 



IZ€ 



Dr screening said sample of body 
antigen includes a binding site to 
jantibody can bind, 
Antibody to said bindlng^site is 



Substantially preclu 
bound to said binding site 




136. A kit 
fluid for at least first 
least first and second 
substrate. 




autoantlBody has previously substantially 



according to claimltS^or screening said sample of body 
and second autoantibodies to said antigen, wherein at 
antibodies to said antigen are immobilized on said 



137X A kit according to claim 136, wherein said antigen includes: 
a first 



immobilized antibod 
antibody to said first toindff 
autoantibody has previously subst 

a second binding site to whic 
second immobilized antibody car 
immobilized antibody to said secc 



site to which either said first autoantibody or said first 
an bind, whereby binding of said first immobilized 
site is substantially precluded where said first 
und to said first binding site; an 
said second autoantibody or said 
^reby binding of said second 
is substantially precluded 
where said second autoantibody has previously substantially bound to said 
second binding site; 

wherein said firstklind^econd binding sites are substantiall^Miistinct 
sites on the antigen. 

138. A kit according to claim 115, wherein said antigen is provided 
with said labelling means. 





139. A kit according to claim 125, wherein the positive control 
comprises attaching to the substrate at least one control antibody to the 
antigen, which control antibody binds to a site on the antigen distinct to a 
binding site thereof for the autoantibody or autoantibodies being screened. 



140. A^Rjnnceo«lin^ to dawh 120, wherein said non-immobilized 
antibody is provided with ka\d /^SeT|rn9 — metaris, which non-immobilized 
antibody is capable of binding to a site on said antigen substantially distinct 




■12- 



r 



frcHTi a binding site for either (i) sai^l autoantibody or autoantibodies being 



screwed or (ii) said immobilized anybody, whereby antigen is allowed to be 
substantially bound both to said immobilized antibody and to said non- 
immobilizeo^ntibody. 



141. A kit\according to claim 120 for screening said sample of body 
fluid for at least first aqd second Autoantibodies to said antigen, wherein said 
non-immobilized antibodV^is capable opamdijig to a site on said antigen to 
which either said first orNsecond /autoantibody can bind and which is 
substantially distinct to a binding site on said/ antigen for said immobilized 
antibody, whereby antigen ^an\be substantially bound both to said 
immobilized antibody and to said no^mmGrqili^d antibody. 



142. A kit according to claim ]41 , 
a first binding site to/ which 



lerein said antigen includes: 
>r sa*^ first autoantibody or said 



immobilized antibody can birjid, whereby binding bCknmobilized antibody to 
said first binding site is substantially precluded where^aid first autoantibody 




said first binding siter^nd 

either said second autoantibody or said 



has previously substantially, 
a second binding site 
non-immobilized antibody Cc 

wherein said firsfanjd second binding sites are substantialiy^distinct 
sites on said antigen. 



143. A kit according to claim 141, wherein said non-immobilized 
antibody is provided with said labelling means. 



144. A kit according to claim 141, wherein said immobilized antibody 
comprises a first autoantibody to said antigen and said non-immobilized 
antibody comprises a second autoantibody to said antigen. 



further comprises a positive 
of the at least one 



control that is present 




-13- 



atttoantibody being screened, wherein the positive control comprises at least 



7 



one control agent attached to the substrate that can bind to the at least one 
substantially non-immobilized antibody. 



146. A method of screening a patient for at least one autoantibody to 
at least one antigen, wt^ich method corns 

(a) obtaining a ^amplelof bfbdy fluid frdm said patient; 

(b) contacting said sample of body fluid of step (a) with an antigen 
source of a kit acceding to cl^im 115, so as to obtain a mixture 
wherein said antigen |ik ^flowed ^to substantially bind with said 



autoantibody, when e la 
(c) allowing said mixture to 



in said sample; 
rdfgtive to a substrate of said kit so 
contacKgaid antibody immobilized to 



(d) 



as to allow said jnixture 
said substrate; and 
monitoring binding of said autoantibody and said antigen 
present in said /mixture, so as to provide ^indication of the 
presence of said autoantibody in said sample of &ody fluid from 



said patient. 



147. A method according to claim 146, for testing said patient for an 



autoimmune thyroid disease 



148. A method accord 
screening for the presence 
thyroxine, triiodothyronine 



149. A method of 



ing to claim 146, which further comprises 
of at leasrone~of thyroid stimulating hormone, 
and thyroglobulin in said sample of body fluid. 



reating a patient suffering from, or susceptible to, 
an autoimmune disease, wiich method comprises: 

screening said pati snt for at least one autoantibody to at least one 
antigen as defined in clainr 146; and 



when at least one autoantibody is detected in a sample of body fluid 
obtained from said patiert at a level indicative of an autoimmune disease, 



\ 



